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bénh vién tuyén tinh. Tuy nhién, d& cd cai nhin
tong quat han, can thuc hién thém cac nghién
clu ¢ ¢§ mau Ién han va thdi gian theo doi dai
han nhdm danh gia ty 1& tai phat va tién lugng
sOng sau ESD. Ngoai ra, viéc so sanh gilra ESD
va cac phuong phap diéu tri khac nhu EMR hodc
phau thuat sé gilp xac dinh rd rang han vai tro
cla ESD trong diéu tri ung thu sém tai Viét Nam.
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TOM TAT

Muc tiéu nghién ciru: Xac dinh ty I& ngudi phu
nif mang gene lan dot bién CFTR (Cystic Fibrosis
Transmembrane Conductance Regulator) gay bénh xd
nang tuyén. Doi tugng va phuong phap nghlen
clru: Thiét ké nghlen cliu cdt ngang qua khao sat 338
phu nir trong dd tudi sinh san hodc dang mang thai ba
thang dau tién dén khdm tai Khoa Phu San, Bénh viéc
Pai hoc Y Dugc TP. HCM (cd sg 2) trong thd| gian tur
thang 1/2021 dén thang 1/2023. Két qua: Ty Ié
ngudi phu nir trong do tu0| sinh san mang dot bién
gene CFTR vdi blen thé CFTR c.1210-11T>G chlem
4,4%. Tu két qua nghién clru cho thay ty I&é ngudi viéc
mang gene I3n gay bénh xa nang tuyén khong phai la
it. Két luan: Chudng trinh sang loc dot blen gene gay
bénh xd nang tuyén khong chi g|up ich vao quy trinh
sang loc cac bat thufdng bam sinh s6m, ma con mad ra
nhiéu cg hoi de cdp v chdng cd thé nhan biét nguy
6 sinh con méc bénh nay. Ngoai ra, viéc tAm soat can
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bénh nay gilp tré bi bénh cd diéu dién ti€p can vdi
viéc diéu tri s6m han. T khoa: Dot bién gene, Xo
nang tuyén, Tam soat ngudi mang gene lan dot bién.

SUMMARY
RESULTS OF THE CYSTIC FIBROSIS
SCREENING PROGRAM DUE TO EXPANDED
RESOLUTE GENE MUTATIONS IN WOMEN

OF REPRODUCTIVE AGE

Objective: Determine the proportion of women
carrying the CFTR recessive gene mutation that
causes cystic fibrosis. Subjects and methods: A
cross-sectional study through a survey of 338 women
of reproductive age or in the first trimester of
pregnancy examined at the Department of Obstetrics
and Gynecology, University Medical Center—Branch 2
in Ho Chi Minh City from January 2021 to January
2023. Results: The proportion of women of
reproductive age carrying CFTR gene mutations with
the CFTR ¢.1210-11T>G variant accounts for 4.4%.
Research results show that the proportion of woman
carrying recessive genes that cause cystic fibrosis is
not small. Conclusion: The screening program for
gene mutations causing cystic fibrosis not only helps
in the process of screening for early congenital
abnormalities, but also helps couples to identify the
risk of having children with this disease. In addition,
carrier screening helps sick children access treatment
sooner. Keywords: Gene mutation, Cystic fibrosis,
Screening for carriers of recessive gene mutations,
Cystic Fibrosis Transmembrane Conductance Regulator
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I. DAT VAN DE

Xd nang tuyén (CF) la mot bénh di truyen
lién quan dén gen I3n trén nhiém sic thé
thudng. Bénh dugc mo ta lan dau tién vao nam
1938 trén nhiing tré tir vong & giai doan sd sinh
[1] Hién nay, nhiing ngudi bi bénh nay cd thé
sdng tir 28- 48 tudi [1]. Méc du d3 ¢ nhu‘ng dot
pha mdi trong diéu tri, bénh xo nang van chua
thé& chita khdi hoan toan Nhiéu bang ching cho
thay phan I6n cac tré nay van khoe manh, khong
tién trién thanh chan doan bénh xd nang trong
thdi tha du. Tuy nhién, cling can thira nhan rang
mot sb tré s& chuyén sang chan doan xac dinh
bénh xa nang, do dé viéc theo dGi can gilp phat
hién s6m nhirng trudng hgp nay [2].

Viéc chdn doan sdm va diéu tri da chuyén
khoa la yéu t6 then ch6t nham t6i uu hda tién
lugng trong ca ngdn han va dai han. Nguyén
nhan la do dét bi€n gen ma hda co quan diéu
hoa céc chat dan truyén qua mang xd nang &
trong cac tuyén ngoai tiét ddc trung nhu tuyén
tuy, tuyén & phdi, tuyén mat, tuyén moé hoi. O
nhitng ngudi bi bénh x3d nang tuyen dot
bién gen diéu hoa céc chat dan truyen mang xa
nang (CFTR) khién protein CFTR trd nén rGi loan
chirc nang. Khi protein nay khong hoat dong
binh thudng, né khéng thé gitp di chuyén clorua
- mot thanh phan clia mudi — qua mang té bao.

Néu khéng c6 clorua d€ hit nudc 1én bé mat t&

bao, chat nhdy & cac cd quan ngoai ti€t sé trd
nén dac va dinh.

Xd nang tuyén anh hudng dén cac t€ bao
san xudt chat nhay, mo hoi va dich tiéu hda.
Binh thudng, cac té€ bao ti€t chat nhay, mo hoi
va t€ bao 6ng tiéu hoa ti€t ra chat long cd ddc
dlém loang va trgn. Nhung & nhCrng ngudi
mac bénh xa nang tuyén, chét tiét trd nén dinh
va dic hon. O nerng ngudi binh thudng, cac
chét tiét nay cé vai trd hoat dong nhu chat boi
tron. O nerng ngudi bi xa nang tuyen cac chat
ti€t tur cac tuyén tiét ra bj dac lai, gay tac nghén
cac 6ng, Ong dan... dan dén can bénh nay.

Theo théng ké tir cd quan tdm soat va kiém
soat bénh tat tai My (Control Diseases Center),
trong s6 tré em da trdng 6 My, ty 1é mac bénh
CF la 1 trén 2.500 dén 3.500 tré sg sinh [1]. CF
anh hudng dén khoang 1 trén 17.000 tré sd sinh
da den va 1 trén 31.000 tré sg sinh goc A. Co
gan 40.000 tré em va nguGi I6n mdc bénh xo
nang & Hoa Ky (va udc tinh khoang 105.000
ngudi d3 dudc chdn dodn méc bénh xo nang
trén 94 qudc gia) va cin bénh nay cé thé anh
erdng dén moi ngudi thudéc moi nhdm chiing toc
va sac téc.

Tai nhiéu qudc gia phuong Tay nhu chau Au,
Hoa Ky, chugng trinh tdm soat bénh xd nang
tuyén da dugc trién khai qua sang loc sa sinh.
Nh& vdy, bénh xo nang cd thé dugc chan doan
rat sém, trong giai doan s sinh, trudc khi cac
triéu chiing phat trién. Triéu chiing cd ndng va
thuc thé cla bénh xd nang tuyén rat da dang,
tuy thudc vao mirc do nghiém trong cua bénh.
Triéu ch’ng nay c6 thé bién ddi theo thdi gian,
¢ thé xdu hon hay ci thién dan. Mét s6 ngudi
bi bénh nhung khi sinh ra c¢6 thé khéng cé bat ky
mot triéu chiing nao cho dén tudi I16n hon, giai
doan tudi thi€u nién hodc tui trudng thanh.
Nhitng ngudi khdng dugc chan doan cho dén khi
trudng thanh thuGng mdc bénh nhe hon va cé
nhiéu kha ndng cé céc triéu chiing khdng dién
hinh han, nhu thinh thoang bi cac con viém tuy,
vO sinh va viém phai.

Muc tiéu nghlen clru: Xac dinh tan suat
cac bién thé gay bénh dua trén erdng dan cla
ACMG 2015 trong d6 cé bién thé CFTR c.1210-
11T>G cua dot bién gene CFTR bang phudng
phap giai trinh tu Sanger trén cac mau DNA
tuang ng.

Il. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. Thiét ké nghién ciru: Nghién clru cat
ngang

2.2. C& mau: Nghlen cltu bao cdo két qua
gidi trinh tu gene trén 338 mau mau cta phu nit
trong do tudi sinh san.

2.3. Poi tugng nghlen clru

- Tiéu chudn chon mau:

+ T&t ca cac phu nif trong d6 tudi sinh san
tlr 18 — 40 tubi dén kham tai Phong khdm San
Phu khoa, Bénh vién Dai Hoc Y Dugc TP. H6 Chi
Minh cG s& 2 trong th@i gian trong thdi gian tir
thang 1/2021 dén thang 1/2023 vé&i muc dich
stic khée dinh ky chudn bi mang thai; hodc dén
khdm thai & tudi thai dudi 14 tuan; hodc cd tién
cén sdy thai lién tiép, hay cé tién can sinh con cd
b4t thudng bam sinh; hodc trong gia dinh cd
nguGi mac bénh ly di truyén (thi€u mau, chay
mau khong dong...)

+ T4t ca cac phu nif trong dd tudi sinh san,
hi€u va giao tiép dugc bang tiéng Viét, va dong
thuan tham gia vao nghién cliu

- Tiéu chudn loai trir:

+ Cac phu nit mac cac bénh thi€u mau dang
truyén mau vi Thalassemia

+ Dang diéu tri hoa tri vi bénh ly ac tinh

+ Pang diéu tri chéng thai ghép vi ghép tuy
xuong, hodc ghép tang

+ Céc phu nif trong d6 tudi sinh san khdng
hi€u va giao ti€p dugc bang tiéng Viét, va khong
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dong y tham gia nghién ciu,

- Loai mau: Mau ngoai vi hodc nuc bot theo
chi dinh cta bac si thu mau

- Thoi gian va dia diém nghién cfu: Phong
kham San Phu khoa, Bénh vién Pai Hoc Y Dugc
TP. H6 Chi Minh cd sG 2

- Pao duc trong nghién ciu: Nghién clru
dugc thong qua vdi quyét dinh s6 369/HPDD-
PHYD cla Hoi dong Pao Bic trong Nghién cliu
Y Sinh hoc, Pai hoc Y Dugc TP. HCM

- Quy trinh chén doan di truyén bénh xo
nang tuyén. Bénh xd nang tuyén la mot bénh di
truyén. Nhitng ngusi bi xd nang tuyén do mang
cung ldc_hai gen 1&n dugc truyén tir cha va me.
Ca cha lan me déu phai cé it nhat mot gen lan.
Nhifng ngudi chi c6 mét gen Idn dudc goi la ngudi
mang mam bénh nhung ho khéng mac bénh. Gen
CF khi€m khuyét co chlra mot bat thudng nho goi
la dot bién. C6 hon 1.700 doét bién dugc biét dén
cla can bénh nay. Hau hét cac xét nghiém di
truyén chi sang loc nhitng dét bién bénh xa nang
tuyén phd bién nhat.

Céc khuyén cdo dong thudn chan doan bénh
xd nang da dudc cdp nhat vao nam 2017 [3, 4]
bdi cd quan Cystic Fibrosis Foundation. Tai cac
nudc chua trién khai chuong trinh tAm soét so
sinh bénh xd nang tuyén, tiéu chuan chan doan
bénh dua trén bi€u hién 1dm sang ggi y, hodc
tién sr gia dinh mac bénh, kém theo bang chirng
roi loan chirc nang CFTR, hoac tién s gia dinh
va xac dinh dudc hai dot bién CFTR gay bénh.
D6i véi nhitng trudng hop kiéu gen cd hiu qua
ldm sang chua 6 rang - vi du:
NM_000249.3:350G>A (Argl17His) — can thuc
hién xét nghiém do n6ng do clorua trong m6 hoi
hodc cac thir nghiém dién sinh ly nang cao dé
dua ra chan doan xac dinh bénh xo nang. Xét
nghiém mo hoi chi nén dugc thuc hién tai phong
xét nghiém dat chuin céng nhén, 1a tiéu chuin
vang dé€ chan doan bénh xa nang tuyén.

INl. KET QUA NGHIEN cU'U

Nhém nghién cu clia ching t6i cé do tudi
trung binh I6n hon 27 tudi, han 70% s6ng &
thanh phd H6 Chi Minh. Gan 95% la dan toc kinh,
phan con lai la dan toc Khd me, Hoa... Hon mot
phan tu nhitng phu nif tham gia nghién c(u la da
lap gia dinh, phan con lai da s6 la doc than. Chi
c6 mot s6 it ngudi tham gia nghién clru khong
mudn chia sé vé thong tin ca nhan cla ho.

Qua khao sét trén 338 phu nif trong do tudi
sinh san (18-45 tudi) dén kham tai phong kham
Phu San, khoa Phu San, Bénh vién Dai Hoc Y
Dugc cd sG 2, chung toi ghi nhan dudc tan suat
dot bién gene CFTR vdi bién thé CFTR c.1210-
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11T>G chiém 4,4%.

Diéu nay c6 nghia rang trong 23 ngudi phu
nir trong d6 tudi sinh san, cd 1 ngudi mang dot
bién gen CFTR vdi bién thé CFTR ¢.1210-11T>G.

IV. BAN LUAN

Bénh ly xd nang tuyén la mot bénh ly di
truyen do dot bién gene Ian trén NST thu’dng va
gay ra nhiém trung phdi va suy chirc nang tuy
man tinh. Bénh thu’dng gap 6 nhom ngudi Do
Thai Ashkenazi va da trdng hon la ching toc
Chau Phi va Chau A [5, 6] Bénh gay anh erdng
dén cac tuyén ngoai tiét cua co thé, dan dén ton
thuong nghiém trong cho phdi, hé tiéu hdéa va
cdc ¢o quan khac trong co thé. Bénh xd nang
tuyén anh hudng dén cac té bao san xudt chat
nhay, mo6 hoéi va dich tiéu hda. Binh thudng, cac
té bao tiét chat nhay, mo6 héi va té€ bao 6ng tiéu
hod tiét ra chat 16ng cé dic diém lodng va tran.
Nhung & nhitng ngudi mac bénh xo nang tuyén,
do khiém khuyét mot gen khién chat tiét tré nén
dinh va dac hon. L& ra cac chat tiét nay cd vai
tro hoat dong nhu chat bdi tran & nhitng ngudi
binh thudng thi & nerng ngudi bi xo nang tuyén,
cac chat tiét tir cac tuyén tiét ra lam tac nghén
cac 8ng, 6ng dan... dic biét 1 & phdi va tuyen
tuy. Nhitng ngudi bi xd nang tuyen c6 thé o
nhiéu triéu chifng khac nhau: da c6 vi rat mdn,
ho dai ddng, thinh thodng c6 ddm, nhiém triing
phGi thudng xuyén bao gém viém phdi hodc
viém phé& quan, thd kho khé hodc khd thd, thé
trang kém tang trudng, suy dinh duGng; dai tién
thudng phan hay kém nhiéu chat nhadn hoac kho
di dai tién; polyp mii; viém xoang man; sa truc
trang, vo sinh nam...Day la bénh ly di truyén anh
hudng dén tudi tho ngudi mac bénh nén Hiép
hoi gene ngudi va Hiép hoi san phu khoa My da
dé nghi tam soat gene CF cho tat ca cac phu nit
chuan bi mang thai va dang mang thai [7].

Thuc té tai Viét Nam, bénh xd nang tuyén
con kha mdi la vi thi€u cac dir liéu trén y van.
Két qua nghién ciu cho thdy ty I€é ngudi mang
dot bién gene CF la 1/23 (4,4%). bPay la nghién
clfu dau tién lién quan dén ngudi mang gene dot
bién gdy bénh xd nang tuyén & phu ni tudi sinh
san tai mién Nam Viét Nam. Tan suat ngudi
mang CF tai Viét Nam la 1/23 rat gan vdi tan
suat cla ngudi Do thai Ashkenazi va ngudi da
trdng Non-Hispanic (1/24 va 1/25), day la nhdm
dbi tugng nguy cc cao cua bénh ly xd nang
tuyén. TU két qua nghién clu, ching t6i dat cau
hoi liéu dan so Viét Nam cling la dan s nguy co
cao d6i vdi bénh ly xo nang tuyén. Vaidyanathan
S va cong su ghi nhan rang bénh ly xd nang
tuyén trd nén thudng gap & ching téc Nam A vdi
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bién thé déc biét hon, khac vdi bién thé cua
ching tdc da trang non-hispanic[5, 8]. Trén dan
sd Viét Nam, bién thé c¢.1210-11T>G (p.?) la
bién thé gdy bénh dudc tim thdy & 80% ngudi
mang dot bién gene CFTR. B6i v6i nhitng phu nit
di kham sic khde trudc khi mang thai hoac tu
van, viéc nhan biét mot phu nif la nguGi mang
dot bién gene CFTR sdm, sé giup hoach dinh
viéc theo dGi thai ky tich cuc hon va bé sg sinh
dudc can thiép sém va hiéu qua han.

V. KET LUAN

TU két qua bao cao vé dot bién gene CFTR
gay bénh xa nang tuyén, thdng qua viéc tim hiéu
vé bénh ly di truyén nay trén y van, ching toi
ghi nhén tinh trang ngudi phu nit trong do tudi
sinh san mang dot bién gen lan CFTR khong phai
la hiém. Gene CFTR lién quan dén bénh ly xo
nang tuyén can dudc dua vao panel gene trong
tam soat ngudi mang tai Viét Nam. Viéc thiét 1ap
mot chugng trinh sang loc thuGng quy dot bién
gene |dn gay bénh xd nang tuyén & cac thai phu
nhdm néng cao chéat lugng chuong trinh chdm
séc sinh san hién nay.

V1. LO1 CAM ON

Nghién clu dudc tai trg bdi S& Khoa hoc va
Cong nghé Thanh phd H6 Chi Minh theo quyét
dinh s6 1198/QD-SKHCN, ngay 2/11/2020 vé
viéc phé duyét nhiém vu nghién clru khoa hoc va
cong sghnghé, hgp dong thuc hién nhiém vu

nghién clu khoa hoc va cong nghé s6
90/2020/HD-QPTKHCN ngay 16/11/2020 va
quyét dinh s6 36/QD-SKHCN, ngay 20/1/2022 vé
viéc diéu chinh quyét dinh 1198/QD-SKHCN
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ngudi bénh sau phau thudt van tim va bac cdu mach
vanh. Ddi tugng va phu‘dng phap nghién ciru:
Nghién clru cat ngang trén 35 bénh nhan sau phau
thuat van tim va 35 bac cau mach vanh tai Bénh vién
Phuc hoi chifc ndng — Diéu tri bénh nghe ngh|ep tu’
thang 1/2023 dén thang 10/2024. Két qua: Két qua
nghién clru khong ¢é sy khac biét dang ké glu’a nhom
bénh nhan sau phau thuat van tim va b&c cau mach
vanh. Cac chi s6 6MWT (305,2 + 48,7 vs 303,6 +
46,0), Peak VO2 (11,8 +£ 2,4 vs 11,9 * 3,3), MET (3,3
+0,7vs 3,3+ 12),va HRQoL(395i72va398i
7, 1) déu khong co su khac biét thong keé. Tu0| cao va
nghe nghlep nhe co lién quan dén mic d6 gang suc
tim mach va chat lugng cudc song Két luadn: Thuc
trang cho thay mirc do gang sic tim mach va chat
lugng cudc song cla bénh nhan sau phau thuat
thudng & murc thap, déc biét 1a ddi véi bénh nhan 16n
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